stabilizer a member selected from the group consisting of 
proteins, buffers, saccharides and mixtures cuereof . 

27. Tee method :> f claim 22, whereir. said 
osteoclaotooni : inhibitory compos it ion is in the form of a 
member selectee from the group consisting of liquids, pastes, 
a no sol i ds . 

REMARKS 

The Office Action and tne cited and applied 
references nave been carefully studied. Mo claims are 
a i bowed . Claims 1-5 , and 2-2 7 present ly appear in this 
a pp 1 i c a : i on a no oe 2 i n e p a t en :. ab I e s ab j e c t ma 1 1 e r wa r rant i ng 
their allowance. 7e cori.: i i;e.cc i on ana allowance are ne r - by 
respect f ul 1 y so r i c 1 ted . 

cambering o f t n e exemoi.ee, wn i c h .:t.ou lei be cc>n seen, r i ve . Tne 
examiner indicates mat Ex amp 1 e s 1-1 are- lis tec, lout then 
Examples 1-4 are listed starting- a r. page 16. This obje ction 
1 s r e c pe c c t o. 1. 1 y or a v<=- r = e o . 

Example 1 t o Example o on pages 36-21* art' 
d i ~ t .1 n gcis h e d f re rn Exp e r i ment 1 ( n o : E x a mp 1 e 1 i to Eyrp e r iment 
1 or. pages 1 1 - o 6 . The n u ml e r e- a c x p e r i me n t. s relate to 
exenioli flea exr e rimer, t a wiereas tne numbered ex amp les relate 
to cii f fere:, t f>: nnulat ions/preparations of the osteoe: las tgenic 
inhibitory composition of the present invent! on. Accordingly, 
these is no need to renumber, as the Exp er iment s are 



distinguished from the Ex amp le s and one :>f skill in the art 
reading the specification would recognize' the difference. 

The examiner finds tne title of the invention to be 
nc o descriptive. A new titled is required. The title 



helpful Ly suggested oy one ex smi ne r is a coop ted. 



reo e c: t ior. is 



CI a i ms 1-11 h a v e b e e n r e j e c o e d u n d e r 
s e c 0' n d p a r a. a r a p h , as be i n or i n e f iru: e . T n 
obviated by the amendments to the claims. 

o* c 1 a i ms 2-4 a nd c , 1 1 i s clari f ie d 



§112, 



w i 



a r ■ 



.a : the e f fee :. 1. ve ing.r ed i en t comp r i ses 



each of tne re-:: i ted 



a mi no ac ia s equer. 
i nde ed tie finite i 



:1 presently amended el aim: 



3. nd o are 



ie reuara. wnetner or 



is needed 



mo:e tne claims ae finite is that the of f: 



i i o n a t 



i na r edieno c onion 



1 t— - 



:.n amino a o ici 



ro-it ' te- 



w i t n in its f u 1 .1 



C 1 al m 11 na s 
first paraojr^pn, becau: 

os :eoc las. t - re- i e t eo diseases, at. 
enaitl. ement for- the asp*: 



.t: r 



t ne e xami. ne r t i ; 



t h, 



o r t r: e a t in cr 



= , aoe-s nt't reasonably prtvide 
of "preve;::i:o:" f nor is toere 
enablement for treating -or preventing tne full scope of 
"osteoc last-related a i sea set" . Th i s re j ection i s r -spect f u L ly 
t rave- rsed . 

While applicants dc> not concede that t.he aspect of 
"preventing" is not enabled, this part of the rejection is 




made moot by tho deletion of the recitation of "preventing" in 
:l:iim 11 to further' prosecution. Claim 11 is also amended to 
recite "creating a disease associated with excessive 
osteoclast formation or acoivi. : y" 3s supported oy tne 
spe o i f l c a t i -on at page 9, where a representative number of suoh 
oiso'oso-e is exemp 1 i f i eci . Fa sec on o iso: 1 esure o f t he many 
oiseases associat.ee w i t n exces s i ve este o ;:: las t. f o rma t 1 on or 
activity, one of skill in tne art -can certainly determine the 
scope of such diseases associated with excessive osteoclast 
formation or activity. 

Furthermore, it is respectfully pointed out that, at 
t ne oi :me- 'cos i nve u t i. on was mac;--, :t v^a : kn own eta : GiM - 23 F 
c o u I d b e u s e d i n t re a t i n o and / o r po r e v e :c tin? ci i s e a s e s 

Tne present spec i £ i ca : i on ci.i sc i oses that ( 1 ) IL-io ind jces the 

nae .an activity of icon i;oi ting os t ec c i a s t - 1 i e..e cei .1= (C"7h) 
formation vitrj one: a 1st' inhibits (osteoclast formation 

activity of IL-le (Experiment 7-2 (O). There fore, it would be 
quite; credible to those of skill in the art (certainly more 
credible than note, based ccc the experiments presented in the 
specification that tine osteoclast inhibitory activity is due 
to tne action -_>f GM-C3F induced by 1L-18, to consider IL-13 as 
a n e f f e c t i v e o s t e o c 1 a s t q e n i c i n nib iter f o r t r eating a disease 
associated with excessive osteoclast formation or activity. 




R e o o n s i d e r a t i o n an j v/ithi r a w a 1 of this r e j e cLion are 
therefore respect f ally re quested . 

Claims 1 find 7-11 have been rejected under 35 U . S . C . 
§112, first paragraph, Ice cause the examiner states that the 
specific: a t ho n , w h i 1 e > e i n g e n a b 1 i n g for I : . - 1 r ha v i n g the f u 1 1. 
Length or certain p>ar:ial sequences ami to methods of 
a rent men: usi. r. a such, does net reaso.nabLy p>rovi:ie enablement 
for; a) .any as t eo c 1 a s t ire n i c i nni.bi. :ci r o f uccpeci f i.c 
ch a r a cc.e r i. z a i an chat is merely referred lay :..ne ri a me , as in 
claim 1, or far oermiaes from any specie farm of the IL-16, 
do) any " : unc: t i on a 1 eq a i va .1 e n t " , and (c) tne treatment ar 
prevention -of c ne ar j;;d arras/ ar as t. eo c 1 a s a - r e 1 . 
>; r t n the vara, ace sma 1 I pep>tiaes of :.ne claum:. 
is re spe c a f c. 1 1 y cra\ r erseo. 

Ir.depe::al::c: claims 1, 1.2, ana 2 
re c i. te " i n te r 1 ea a l n - 1 : comprising tne ami: 
22.Q It No: 6 or a functional equivalent. th< 

•a- of human IL-1E anal thus a 



a ais e j a s e s 



r e no>; a men tie at to 



aci a aeo .en ce 



is tna 1 amine- actio : ----o . • 



. r e 



(t : nuina: 



race 



t a - i - 



• aha r a c t a r 1 zed / a a- f r. :aa: 
fucct i ec3 1 eqa i aaa 1 e n t s o f t : a ► 



i n t omc :1a ims . W i ah 
human 11-15 of ;:SQ ID 



tun, the specification provides guiuan.ee on the functional 
guivalents to 1: e er.compacsed on the saeope of the claims. 

" '. c functional equivalent s are exempli dec; in 
■■ (pages 14-le), 4 (pages 1-5-13) and 1 (pages 19 
and 24) and functional equivalents are discussed on pages 4-6 
of the specification, with a teaching of the preferred amino 



i n r ee spa- c 



,xoe r Lmer: 




acids for replacing cysteine residues. As SEQ I 1 > NO : 7 , the 
amino acid sequence of mouse 11-13, is provided in the 
spec 1 f ooa:ior: and spec i f i call 1 / exemo 1 i f i ed in Exp>e r imen t 6 
(pages 19-21), one ed skill in the art can readily align trv; 
ammo acid eequenoes of rouman I L- i 3 (SEQ ID MO : o ) and mouse 
1 .1- 1 : ( 2-EO I 0 NO : 7 ) , an a 1 i eminent f rem w.n i en : he. consensus 
oequonooo o f SE'j ID h'Os : 1 , 2, and 4 were i den: i fie :i as 
discussed on page : -of tine spoo 1 f i eu :. i on . From this 
alignment, one of still in the* a to: can identify the sequence 
ay oerween numan 11-11 and mouse I 1-1: and where 
qo.eeoees are consetved and wnere sequence ■:■ on se i v ~ .: . i. :en elooc 
>: appear :o be ori .i;ial. A o ::o r d l ug 1 y , lo * • • • - d or. :r 



near: 



::u i ■ 



ce 



o r o v i oe< 



L _iiU<^ 1 



■ n t 1- i. ■ 



iieo' i f ice: ice and tn- amiro 



fC i .1 



■id alignmen: c> f :wo nomolog>: 



ope 



f f ouooe: 1 ooo a .1 e q u i ■ 



oo * 



1 a imed . 



in a 



ro e o : i 



cai m = 



from any specie of 10-1:0 appl.ican:a oleri fy :ha: the 



oi i 



functional equivalents onereof . Claim.e 2, 1, 1:, 14, 21 
22' neo ite otace :he 11-1: of a functional equ.ivalen: thereof 
:c>mpr ises par:! el amino acic sequences and is net intended 
comprehend small peptides c:on:.aining the snore amino acid 
sequences of 2F2 ID Ills: 1-h. 

With regard to» pom: (c), the enablement for 
"preventing" os teoclas t -rel a ted diseases is made moot by the 



and 



t o 



I n re App lr:. N 




cancellation witnout prejudice of the recitation of 
"proventino" from the -claims. The enablement for treating 
di sease s a s socia ted wi t n execs 3 i ve os t eocl a s t format i on 0 r 
activity is ci. 3 cussed above in the previous enablement 
rejection of -claim 11. 

To cone ide ra t i on and withdrawal of this rejection are 
the re f o re re spo c t f u 1 1 y re :\ s c eo . 

Claim.? 1-10 have been rejected under 15 d . S . C . §101 
r^' cause the claimed invention is indicated as bein-g ai ret: ted 
to n on - s t a t u t or y subject matter. This rejection is obviated 
by tee ,:i men amen t to ■:: 1 a imo 1-10. 

Claims 1 , 7-1 t , and claims 2-6 nave been re ~ ecc ed 
. :vv • r • "0 . 3 . C . §102(7;. as bernq anticipated by cr, tu the 
alternat ive, under 00 U.S.C. §10? (a' as beinq obvious over 
1'cni 0 a: a.l . , Ooamura e t a 1 . ( ' ; 2 4 ) or Sana ( * 40: ) . The 
examiner states that each of the applied prcor art references 
ois closes a protein teat is- now known as I L- 1 c arc! tnat nas 
the same sequence as that recited in the claims or is 
c o n s i de r e > 1 i n h e 0 en t . T n 1 s re j e c t: i on 1 s r o 5 p e o t f „. 1 i y 
t r a ve r s ed . 

Claim 1 is presently directed to an osreoclastgenic 
inhibitory composition that comprise.: human IL-12 or a 
functional ecuivalent thereof as an e-ff active ir.a red b=-n t and a 



1 mmunol o»gy 1 1 6: 4 2 7 4 - 4 2 7 9 , 12-26) and Okamura ( l> . S . Patent 
5,912, 224) d:> not disclose a pharmaceutical composition 




comprising an osteoclastgemc inhibitor (IL-13) and a 
pha r maceut i ca i 1 y- accep c. ab l.o carrier . San a e t a 1 . ( WO 
a 7 / 4 4 4e : ) cnly aiod I 1- ly which consists of 194 amino 

ucio residues. Sana oisclosos nothing about a human IL-18 
having 157 ammo aciu res i.uues . Appii :aros believe that Sana 
teaches nothing about the presently cl aimed invert, i in 
Accordingly, neither tehio, Okannir 5, nor Sana tan anticipate oj 
make- obvious tne presently claimed invention. 

at. ion and withdrawal of the rejection are 



r: S 1 ■ 



therefore respectfully recto 



d . 



a.i m.: 



arc / - ± i nave 



en rejected tender 3 5 U.3.C. 
§102 (it as heme ant:, cipateii by cr in the alternative, under 
; :• V . S . C . §103 (a) as being obvicus ever Udagawa et at. {J. 
Exp . Ked. it 1 :) . Ine examiner 1 r.dic a t es that these claims are 
ice i ng rejected cased en tne 1 in i tat i on of tne claims f d r 



t r i o r att 



i n t i b i t o r y act! vi t y , 
: he limitations o 1 t 
• ; ~ : he functional 



and : he re fore 
e c i a i ms beca - 
uu i. va 1 e n t ha a 



sorably appears to meet 
t :c e c 1 a ims do n o t. s t ate 
roe a rort.i on of tne IL- 



c on: 



i n 



i n r s re j e c t i o r 



i s re spec : f u 1 1 y t rave reed . 
Contrary to tne examiner's aseertion, Udagawa 
discloses that IL-6 stimulates os:eoc 1 act formation (see 
Summary on page 1461; . Accordingly, Udagawa cannot anticipate 
or make obvicus the present claims where IL-18 or a functional 



In re 



Apnln . Uc 



0 b ! 



derivative thereo f inhibits f ryo_t s timulat e s ) osteo :last 

f c> rma t i on . 

Reconsideration and withdrawal of tnis rejection are 
r.r.-E ref : re respect fully requested. 

0 Reims 1 anel 7-11 have been rejected unaer 35 U.S.C. 
§102 (a: as being anticipated by cr, in the alternative, under 
1: 7 . 8 . C . §1 C e [a] as 1; e mg obvious over Udagawa et al. (J. 
Rxp. Med. : / ; or Martin et. al. (1993). The examiner states 
that, each of the art teaches that IL-1E has est ee: laetg^rue 
activity, arc: tine re fore meets tne limitation of the claims. 

T h e e x a m 1 r e r a. 1 s o i. n d i c a t e s t n a t w i t. n r e g a. r d t o t n i s 
particular rejection, it. is point, ed cat tnat t n e a u th a r ship 
auc ituec: tiuuo d i. f f e r s , ccto app 1 i.c ant ca:iue> t reiy cpco tne 
fc>reign priority paper= t :> overconie tnis rejection oecae.se a 
t. r a :ce 1 a t. ion of said pa per.: nas not been made of record in 
a c at rd ante- vara : 7 C E7R 1. . t 0 . This re j ect ion is respect fully 

1 n a telephone? :o:tf e renee with the examiner or. 
October Id , 1 1J a for- which an Examiner's interview Oummary is 
mace of re cor a in tne f i it 1 , tne examiner indicated that the 
translation or tne foreign priority document is inaeed rn the 
application file. As the publication date of the applied 
ddagawa reference is March 10, L997, and the: publication date 
of the applier; Martin reference' is in 1 093 , both are: not 
available as prior art references against the present claims, 



which are entitled to the benefit of the February 25, 1997, 
filing date of the Japanese priority document. 

Reconsideratior. ana withdrawal of the rejection are 
t h e r e f ore r e s pec: f a 1 L y r e q u e e ted. 

In view of the above, the claims comply with : 5 
U.8.C. §112 and define patentable subject matter warranting 
the! r 3 1 1 ow an ;:e . Favorable cons ide r a t i on and early allowance 
are earnestly urged. 



Re s peer, f a 1 1 y s abmi 1 1 e d , 
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"VERSION WITH MARKINGS TO SHOW CHANGES MADE" 

1 . An est e o clastq o m: inhibitor y c ompo s i ti ^n a g o n t , 
wh 1 c h c omp rises a pha rmaceu t i a rea I ly -accrp - Jl^jJL-l ^ ^ r r i e r and a n 

n terl e a k i n - 1 3 ccmp r i s i n g z h e a^iir.o a a pi _so queu :e :> f 5E Q ID 
NO: 6 o r i t a a f a a :tional e qai i v a I o a z z a e r a i> f _a_s an a ffec t 1 ve 

gredient, said i n t e r_l_e_ a_ e_i_r 1 _ ; : a ■ a f ar. : t i qrpa 1^ _ _e-q J_i_y_ ad_eaq t ._ 

aaereof being :apable of exera.i.ng oste eel a. .5 iq-a i. a inn lb I t : ry 

a_s ^opc itr/ • 

!: . The inn i.b.i:orv compoa i tiaa agon z o £ alarm I, 
.-; n e r e i n s a i d i n t a r i a a K i n -13 o r a. f a n cci a n a. 1 a :i a i a iient. thereof 



-t- 



^4 a do a comprises -a a :aa of One amino aria .sequences a f DEO ID 



NO: I, 3Eo I D N0:1, and 3E0 'D NO::- a a p . a a r-ia^l— aa^vafaa- a a i c -0 



wr, e re i n a a i d into rl ea el n- 1 3 or i z s furaai ana. 1. eaa iva Lon 



nr. a- reef ran aao o :ompr:sef no:, r. ana- anas: a no. a. sequences o: 
;jaj ID KO : i and DEQ ID TaJ C> : a a a pa r eu^rl- — aa n i n o — a aid — aoqnonooa . 

4. Tne i nh ibi z or v coit.oc>s izi or. — a. a a n z o t' c 1. a i m 1, 



\v a arai n said e f f eat i ve: qjozjan a igOOdD-OO l : 1 t e r 1 e u < 1 n. -13 -eaaae lud o s 
acniprismg rne amine acid .?aq.ance of DEO ia 00:6. 

D . The i n h 1 hi i z. o r y cp:7mjcp^e_igab:ca a g o n r o f claim 1 , 
wherein said i nt e r .1 ea < i n - I : ia >*_f haman origin. 

•i. The i nh i b i z or y compos i a ion ag e nt of claim 1, 
w herein s a r d f unctional equi valent c>f i n t e r 1 e a k i n - 1 & i nclud e: 
comprises the amino acid sequence of SEO I D NO: 7. 



App In. 



0 6 1 



3. The inhibitory c tmp osition agont of ciaim 1, 

whi ch contains f u rther conip rises as a sta bi lize r a me m ber 

selected from the group cons i s t i r. pr_ o f a- proteins, buffers, 
saconar id e s , and m i xtur es the r eo f srs^ — a — s t a b i 1 i z e r . 

9. The' inhibi tory ce^rrip :?i tion a g o n t of claim 1, 
wni :n is i.n the form of a member selected from she gro up 
c o n s i s t i n of ar 1 i qu i a s r o a s s e s , ear 1 a_n ci s c> 1. i. ds . 

1 C . T n e 1 n h i. b i t a r y tempo I=>: - it agent - of claim 1 , 

wnich c:ont.a.ins 0 . 0 J 0 0 1- 2 - 1 0 j w / w o f said i nter.leuKin-lo . 

11. A method for treating- and / or — prevent i rig 
o s t e o c 1 a s t. — r o I a t od — d i s o o s e s a cpi s eas e associ ated wi th 
excessive osteoclast formation or ac: ivi.ty, w h i c h comp ri s ing 
a C;m mi s t e ring saioi inhibi tory compos it ion — a g e n t of claim 1 to 
pit lent s suffering from sale o i s o a o o s aiseas e at a dose of 
aoout u . s tig to 1 J J mg p'er .:hct , 2 tc» 6 tC'id a day or 1 to ^0 
fc> Id a week for from one day to one year. 



